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REMARKS 

Claims 1 and 3-17 are pending. Claims 1 and 3-17 aie rejected. Claim 5 is amended 
Claims 18-19 are new. 

Rejections under 35 USC § 112 f 2 

Claims 5 and 6 are rejected for allegedly being indeiSnite for foiling to particularly poiirt 
out and distinctly claim the subject matter which the Applicant regards as the invention because 
there is no antecedent basis for paroxetine hydrochloride. Claim 5 has been amended to provide 
antecedent basis for paroxetine hydrochloride. In light of the dbanges, the Examiner's reasons 
fi>r the rejection should no longer apply. 

Rejections under 35 USC § 102 

Anticipation can only be established by a single prior art reference which discloses each 
and every element of the claimed invention. RCA Corp. v. Applied Digital Data Systems, Inc,, 
730 F.2d 1440, 1444, 221 USPQ 385, 388 (Fed. Cir, 1984). *The ideaotical invention must be 
shown in as complete detail as it is contained in the . . . claim/' Richardson v, Sim*H Motor Co.* 
868 F.2d 1226, 1236, 9 USPQ2d 1913, 1920 (Fed Cir- 1989), 

Claims 1, 3 and 14-17 are rejected for allegedly being anticipated by 1998 PDR, pages 
2851-2856 Oi«reinafter"PDR''). Applicants respectfully disagree, 

Hie Examiner refers to the PDR entry for tiie medicament that is sold und^ the trade 
name PAXIL® which is paroxetine hydrochloride formulated as a tablet or a suspcnsicm for oral 
administration. The tablet are described as having inactive ingredients which consist of dibasic 
calcium phosphate dihydrate, hypromellose, magnesium stearate, polyeAylene glycols, 
polysorbate 80, sodium standi glyoolate, titanium dioxide, and at least one colorant 
Hypromellose is the abbreviation for hydroxypropylmethyl cellulose. Said dted art feils to state 
that hydroxypropyhnediyl cellulose (which may be considered a synthetic polymer having a 
glass transition temperature of >90°C in the anhydrous state) functions as a pharmaceutically 
acceptable matrix mat^al in which paroxedne hydrochloride is comprised in the form of a 
molecular dispersion- To tfie contrary, PDR states that the tablets are fihn-ooated tablets and ttie 
aforementioned hypromellose is the only inactive ingredient included in the f<»mulation that is 
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used to fbrai a film on tablets. Thus, while functiomng as a tablet film, said hypromellose does 
not contain any paroxetine hydrochloride. 

Since 1998 PDR, pages 2851-2856 do not teach each and every element of the Claims, it 
does not anticipate the instant invention. Applicants therefore respectfiilly request withdrawal of 
the rejection under 35 USC § 102(b). 

Claims 1, 3, 9-10 and 13-17 are rejected for allegedly being anticipated by WO 99/00131- 
Applicants respectfully disagree. 

The Examiner states that a 4 % volatile organic solvent detected in example 5 of WO 
99/00131 would mean substantially free of organic solvents. The Examiner is directed to page 
13, lines 26-39, of the cited art, wh^ein "substantially free" is defined as when the solid state 
dispersion contains less than 20% by weight of residual non-aqueous solvent, preferably less 
than 10%> more pref(^ably less than 5%, most preferably less than 1%. However, this definition 
is dissimilar to the definition as provided in die instant Application. It is clear that, if a volatile 
organic solvent is present during tibe production of tibie instant preparation, most if not all of the 
solvent will be removed during said process, provided a melt process is used. This is because 
processing temperatures are required which axe well above the boiling point of volatile oi^^nic 
solvttis, such as methanol and ethanol, so that levels of volatile organic solvent in the resulting 
preparation will be very low. 

Tbius, contrary to the Examiner's assertions that "substantially free^ is not defined, both 
the instant ^jplication and the cited art provide definitions and they are dissimilar. Moreover* 
the Exanuner is directed to new Claim 18 wh^ein a new limitaticHi for volatile organic solvents 
is recited. 

Since WO 99/00131 does not teach each and every element of the Claims it does not 
anticipate die instant inventi<Hi. Applicants therefore respectfiilly request withdrawal of the 
rejection under 35 USC § 1 02(a). 

Rejections under 35 USC § 103 

To establish prima facie obviousness, the examiner must show in the prior art some 
suggestion or motivation to make the claimed invention, a reasonable expectation for success in 
doing so, and a teaching or suggestion of each claim element (see, e.g.. In re Fine^ 837 P.2d 
1071, 5 USPQ2d 1596 (Fed. Cir. 1988); In re Jones, 958 F,2d 347, 21 USPQ 2d 1941 (Fed. Cir. 
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1992); In re Merck d Co., Inc., 800 F2d 1091, 231 USPQ 375 (Fed. Cir. 1986); In re Rqyku, 
490 F.2d 981, 180 USPQ 580 (CCPA 1974)). 

The Examiner has not made the required showing. 

Claims 4-8 are rejected for allegedly being obvious over WO 99/00131 in li^t of Remon 
etal. Applicants respectfully disagree. 

The Examiner states that Remon et aL discloses that the most popular method of forming 
pellets from a melt is by extrusion- The Examiner is directed to page 133, ri^t column of said 
cited art wherein extrusion is defined as wet extrusion, not melt extrusion such as disclosed in 
the instant invention. Thus one of ordinary skill in the art would not be motivated to combine 
ttiemelt of WO 99/00131 with tiie wet extrusion of Remon et al. to ^eate the instant invention. 

Claims 11-12 are rejected for allegedly being obvious over WO 99/00131 in light of US 
5,656^86. Applicants respectfully disagree. 

As described above. Applicants urge that independent Claim 1 is patentable in light of the 
cited art and thus, the Claims dependent on said independent Claim are patentable as well. 

For at least the reasons expressed above, it is urged that the prior art references cited by 
the examiner eitiior sin^y or in combination fail to anticipate or suggest tibie present inventi(»i as 
defined by the Claims. Accordingjly, a prima fade case of obviousness has not been established 
by the Examiner, and flie rejection under 35 USC § 103 should be wididrawn. 

It is urged that the prior art references cited by the Examiner fail to anticipate or suggest 
the present invention as defined by the Claims* bi view of the presoit amradmoits and lemaiks. 
Applicants consider that the rejections of record have been obviated and respectfully sdlicit 
passage of the plication to issue. 
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^ PDR® entry for 
PAXIL® 

(paroxetine hydroehloride) 
TAblets and Oral Suspension 



^uicic^ity in Chttdreo ana Adotescente 

I A-«d.o.«««» increased th. rtak of suicidal ^'^ij^S^^^S^T*^ 
PAXIU or any «f!®lf22f2^^^!^o^ «o therapy ehouW bo 

Prealed rf^°t!^?2,«fl^rt^ SSS^of Winont m those raoe>vin0 

behavior sulrfdaBj^) to patlonw f««ivlng ^ . 




salt of » pt»e0ytp^>^«^ 
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P^roxotine Jvd«>chioc«e is^rt odort^. off^iie po^. havlrto a point i^e of 120- to iSO^C and a solubnity bl 5.4 
cngfmL In water- 

SS^SS^ftSSo^^ §S?Sg>«ClS^C Blue No. 2. PD&C Ye.lc«. No. 6- 

CLINICAL PHARMACOLOCY 

fii-^. ^ramvAHne In thfttraabnentof major deprasaive disorter, ©ociaJ^^ 

demonstrated that paiox^rtSnobtocte tM "^^f^^^^^^SiSs^^ and has onty very weak effects on 

fori 
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sedatl\rt, and ce<rfiovascalar efl^ for other 
inaclivo. 

PhsnnaeokliMtlcs: PaioxBtlne is equally bfoavallrfaJe from the cjral suspension 

pStaI^MSx)m .IMI*^ data m these ^ 
ttmt met8t»iia»s paroxedne te readny saturable. 

tifn88 greatBf than doubled. 

ttme to i«ai* peek plasma ooncsntralton decreased *TTO 
Pam~tir» fa extensively metabolizad efter owl admin 

r Satu«Iio!^th« enzyn« 8t cfirical d^ 

increaslno duration of treatment. Tl* role of tNe ensyme m paromtme metaUoltom also euooeels pot»ntia«dn«^ 
mterections (see PRECAimONS )- 

AcDnHdinately S4% of a 30-mg oral solution dose of fimow/HM was exiveted «« «^ 

fi§%^^Softwo«rTl<>deypos»K^ . 
l«5Wbo«6n.- Pai»«toedlaWbut^ 

Pmtefn S&HflMr Approxknately 85% and 93% of paroxetine is bound to P«a«nNap«>ttln a*10^^ ^ 
«ttSr«w in vioo pmiein binding of phenytcAi or warCarin. 

SrSrtlmpaimiert had ^ 

T»«in«aidos.9eshouMthetefo«be»du^f^^^ 

fteoeseaiyrSwid ije at fticreased intewals (see DOSAGE AW AiJMlNiSTi^^ 

aaertyJ^^wts: in « nniWpl*<JoW etirtly In the etdeiiy at daily paroxetine doses of 20. 30. and 40mfl. CjriA*"^^;!^^, 
^iboutWfc to 80% great* than tt^ 

lha eWeriy shouJd be /educed (sea DOSAGE AND ADNMNISTRATIO 
CLINICAL TRIALS 

^SS:SS^^ro1^s?*K^I«i^P^^^ and the bnfcei Gtobal ln,pre«lon (ce»)-sevei«yof . 
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uness. PAWLv^s «9n«cant^ bwer then pl8^»»^^^ 
tor inale end femrfa patients. 

CyBOCSVtottlsoore ranging fiwn ^ ^26^^^ 1 J» j^ai^^a ™^ effecth/B mil* trwtaWrt Of . 

ImprBMlon (Cei) ««»le for Study 1 . 



^^^^^^ Outcome Cte»wficatlon{%) on C»-Gto^r 
Imor^vanrtrnt item for Comolotwr* In Study 1 




Oiitcoxm 


Piaetfbo 

(n^74> 1 


PAXJL 

1 ^ mo 

1 (11= 76) 


PAXIL 
40 mg 


PAXIL 1 


Worse II 


14% 1 


1 7% 1 


. 7% 


I 3%" 1 


No Change ^ ^ 


44% 1 


[ 35%. 


22% 


10% J 


"MinlmalJy imoroved 


24% ] 


1 33% '" 


29% 


34% 1 


Miioh Improved 


11% _ 


1 18% 


&% 


24% 1 


[V6ryMudhtmDro\/6d . 


7% _ 


[ 7% 


20% 


{ a>%: 1 



Suhgmup analywa not indtealB ihe« «w W 

placebo. 

sfiore. 

5^*SnB pwSS 4a nioWay were free of panta 

0 or 1 panic attacks compared to 14% of placebo paiSonts. 

in botft Studies 2 and 3. paroxetine Ibr completers «t endpolnt was approxJmately 40 mQ/day of paroxefino., 

* ^^^«ito/^«#PAyiLinD»JcdIsoiderwer«demonstr^ 
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. ^ ^ __...-*i»=H™«nfM dO or 60 mo/day with placebo. Paroxetine 2D TO . 

Subgroup analyse* generrtV <W r»t indkala dilf^ 

Anxi^ Disorder (DSWhlV)- 

20mg/day<tose, 

SSsSrSte^to oondutt eub^ 

sInateSlrd. 8>«©^ acuta treatment phase wiJh 2,5^2^S^SSml RkaSnso^wft^ sinflle-Wind phaaa wee 
SS«S«9. orto placeDo. for up to 24 weelaof oto^fl^ton«>f^^ 

K retepSSte ovir tiM ay»>se<iuent 24 MweKB a>mp^^ 

_. ^ PAYii ■ fci Bie neatment of Poettrawtiaiic Stress Pteorder (PtS0)^we3 

posttnumstle J5?^^S?ShSLnt^ 1 and 2) of adutt outpatient? wlw met DSfA-w 

demonstrated in tvw» l2-w6efc '™*»^g«?™;^5KtjS^ wae 1 3 y6are"5ane»ng V®*^ «° 57 

ctfteria for PT8D. "me ma«n duratfon o* .^P?Sf *^»eLtfeS«d^ anxleiy diswders ih the comWned 2 

yeare). The pe«sentage of patients with secondaw firajw depr«^ r^oeiSv^^uAr outcome wa&aeeessed by (i) 

$cale (CGl-l). The OfiP^2 »s a t^^^ tor each Wat wew, © changaftjn 

mg/day dose comjp wed 
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stenlficantty su(p«ftor to placebo on change tr^ 
INDICATIONS AND USAGE 

^^!Slftatton. anda 8UlcId*«ttemp(erwi«rd^ 
The affects of PAXIUhhospHalfcad depressed 

CUnlCdlTilalv). 

as exodssive or unreasonable, 
attacks. 

Th« <rfn<»»/ of PAXIL was eaaWished In three 10- » 12-week Wals m parte dteorder palim^ Mtfjose dlagnos^ opne^oded 



Panic disoftter tDSM-fV) is characterized by recufienl unflJipaeted panic attecks. Le« a <«^2**^J«*iofi2W»f^^^ . 

i«na-tefm mairrtanance of eftkacy was demonstrated 1ft 
JS^^lJji^evelgate Ihe tongneim weluin 
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defined inWiWV (30O^>. ^odal by other*. BqJowretelha 

pari^rmance «»tuattan8 in which th© pereoit is ««Po««S^ ^ iK^Ua^Pjo^ fc3«d«au«lorw 

patient (see DOSAGE 

AND ADMINISTRATION 
Clinioal Trials). 



gojfiQ^nK,1rrltoltty. muscle ter^ 
IS^dh^pSlS^CsSToOSAGE AND ffiMINlSr^^ 

PosttraumaaeStrwD^prdor. PAX».isln<lk»t8dfcrmBtre0imertofPo,m«i^ 

mat ectasia <«Mt of •xppaure to th©ttw«^ 
mwhbacks. «dma.«™i. 

avoidance '^^^ '^'^ 

important am»» of funcfionind. > 
The efficacy cf PAXJUn ^j:o-^«a-jTj^ 

CONTRAINDICATIONS 

Coneomaawtwebi paBentetaklns esmer monoamine oxWase loWWto 
WARNINGS and PRECAUTIONS ). 



PAXIL 



19 cofltrsindtoatad In patSerts wW, a nype««nsltlvBy lo paroxetine or any of the in«aiva Inarediente in PAXIL. 



WARNINGS 

CUnlcal Womnino and Suicide Riate patient* with major depressive <li*ord« (MOD). Koth adUttand pediaWc. n»y 
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Bxi^rience woresnmo of ttwJr depiw^on andtor fte emsfgence of sul<*Jal Wtsrtion and behavSpr (wlcidal^) or twffual 
dhanoes in beha^rtor. whether or not ttwy aie taking s«MepcBSsant mwJicatloiw, and thto risk mdy pwwst i«t« slgnificam .. 
Mfntedui oceure. There has been a teng-standlna concern lhat anddeprassame may have a^n>teW Inducmg M«f««^ of. 

C^hlS?«SK)hi1horttefm studies (0 cha*^ 
psyStliaiitodtaordera. 

PootedanaJyseeof*ho»«BrroplaoebOH»ntroUedtriateof9anfldqpre8eantdi^^ 

tt^Sn^e^i^Trtdairw^ aveSoe risk of sucn events m patients rooelVtig antUeprwsanw was 4%, iwtoettje 
SSSSbo^rf^^lSrnS considerable variatton in «^ ; 

Watein SttwTpsyehiat^ indications (olwessive oompulsive disorder and soc'^ajjfe^ ±SI?^2^wS^JSS;ri*A-m 
«^^5dta*floMnKl in My « is unknown whrttier the auiddalily nek in pedtetnc pafaenta extsnde to tongef*«Bim 

All nedMrie Mtienis being treated wMh antidepressante far any Indieatlon •houW be ^jsefvedcieMly fereltnlcal • 
yn^u^ma^i*mia^ unuaual ehangae In behavior. espaetalEy duitng the initial few month* <*^«w«w£5'*»fl 
^Sw^ atfinS of doae chandes, eittw Inereasee or deereaees. Such obeervrtlon would seneraHy Inc^at 

week* Addition^ contact by felaphone may be appropriate between fcee-to^ce vteJ^ 
AdUlta wltb MOD or «Hnort>id dapreealon In the eatti.^ 

shmJd be observed slirttarly for eTinical worsening and eoiclddlty, eepe olatly dw rtng the inWai few moMhs of • 
ooutsoof drufl therapy, or at ttmee of dose chaniBes, either incareaeae ordecreasee, 

T*» feUo«-ina avmotoms. anxiety, aotetwn. panic atlBCte^ 

^^^^^^a^f^^J^r^^ disoider as well as ftor other indications, both psyohlatrtc and nonp^iatrta. AWwugh a. 
SS^l'^SSKJSSS^f SSStoS* andeHhar the woreenlng of deprwsion and^or the enje«9ej«^of . 
S^diffipSXs^^rtS^Wished. 1^^ 
euiddBR&. 

CDnddaratten aho»« be civeh to changina the therspeortte regimen, Indudi^ 
S^SS^Sston^p^&ttly worse^ or wlio e^ 

o^diaW. eepedally If theeS^mptt 

presenting aynvMoflw. 

If the dodsten has been made to disoontlnua treatment medication should be tapered^ 

n^S»Ml abn^dte«>rt^^ can be assocteted ^ certain aymploms (see f^^^'^^^^P^^^^^^f^^? 



Oua^tiJSfteWetsSwsistert patient management In order to reduce the nak of overdose. FamMesaodcaegft^eraof 

adults being treated for depresston should be simBaiiy advised. 

s^iana PBtlants for Blootar Disorder: A m^ depresdve episode may be initial presentetion ^^^w^^^^^ 
IS2Xbete>^tf»Sg^^taM)^ In conSjlled trials) that treating such an «Pte«te wM» an an&depr^sa^^ 
frftSSStteKwSd ^ Pi^pl^ Of a mbced/manic episode in patfenls at risk tor Wpoter dieerder. Whetfieranyo^aiB 

^Z^T^I^^Sl^a^lSSt^^ such a convorston is unknown. However, prior 10 lnitia«ing with an «nMepr«SMnt. 
SS^1^^KJ^ffi^3^«^^cK^ screened to detem< 

^S^^ulS^lffied psychiatric history. inctudJng a temny hiatoiy of Mridde. ttpotar dlsoider. and depress^. It 
shouW bo noted Jhat PAXIL is not approved for use in treating bipolar depression. 

Potential for totMaetion With Monoantfhe Oxidase Inhibitors: to patients rsceh^ina sero*9^ 

ilf^SSSi with 3 morK>amln^ 
.ometo«fa«al^a«Bonslr..lu^^ 

HuOtUdtiOfw Qf vttal signs, awd m^tal status cnang«»xna« mciuw ■"'^"VtJ* TTf^^ anrf h^A^haAn 

SoSSl Thw «^ ateo been report**! in peMonto who *«bv0 rocenfly 

^IlT-* J^TITL iS^Tv <t«%fna B^Afe m'Aaont^ with fftaturoa rBsomblfng nouroloptic inalJ<|nam syndrofno- wniie trwr© ajv 

^S^^SS,!^ ^2t^^;J^^m GtoSS««i w^^ 
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starting anIIAOi. 

Dntontbri inteiaetton With TMoi{d«Bin»: Thlorida^ admlnistrikUon alon« proiduces i»rotora^on of the^e tntwval, 
death. Thi9 affoet appears to bo dose rriaMd. 

An in vivo study sug9«« tiMit <ln^ InhlW^ 
Ihidrtdanrtfc Therafeni, RiS r«iOmnirtld«d that pai^^ 
COMTRAlNDlOATtOhm and PRECAUTIONS ). 

PRECAUTXOr«S 

patients with ■ histoiy of maida. 

e.^»»> niirtBanrertMfc^Ind testing, s^iaesoecuired In 0.1% of pBlMBtie^ 
^5Sft a iSSoft^ai^^ 

Wth this realfiien in those «tu<Jies. th© tellowiM 

SI that reported for placet*: A&noimal dreams P^f^^SA^.^^^ ** ^ 

^to v^mlW to mode^ and were aetf-IUnWng and did not re^ 



Patferrt* Should t» monitored for these symptoms 



(he phyvlgian may oontiiiue deereasing 

Sea also PRECAUTWNS- P0cfiatrto USB , foradve^ 
pedMric patents. 

. -r^-. ^^^<««««^^-»iA^/^^«rSSRls has been associated wilhth^ 
awdaSdvrilheubjeettve distil This is most likely to occur virtthln the fkst few wtete of tfBatewnt 

ub.^»«MjHi3- sau^ of hvDonattwto h«ve been reported. The hyponatremia appeared to bej^^^Me 
SS^^toorS!S^eMo&^^ ^ been m elderly ir>d!viauale. some in petl«tt« tak«g dhiiena 

or who were othefwise volume depleted. 



^^^*^^t^ «»nHRwiM5 The devetooment of a serotonin syndrome may occur In association with treatment with pafox^e, 

Jill . PtenrflWtr Published case jworts have documented me occurrence of t>leeding episode^ 

SSfflrt^Sn Iw^clernonst^ an association between use ot psychotropic drugs tlrat ^^^^J^^l^^^^^^ST^ 
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,therbk6fbleedina associated v«mm»co^^ 



thst dftect C09U — ' — 
angle gisuooma. 

PAX.L has not evaluated or vged^.^^ 

ADMINIOTRATION ). • 

SboutSe benefits and risks a«^^ - 
fcSftcaeon G»jlde ADCHJt Using Anti<teprde»nte 

document. 

Patient8Sh9gWb.a(^i»ed«rth«fom>wir«^^ . 

a^on, especially earty durtns anWepr^art frea*^^ ai^ ^*angaamaybe 

S DatientsltouU be advised to obserw*^ V^^n^^^J^^^^^^^^ they are scwem. «b»x<* 

wmCoanm^and Motor PBtforn,>>nco: Any psydi<»<?lve*j« • 
S<S!dSw not aftectthelf abiTily to •«9a9« ^ 
ahobW be «lvte«d to continue therapy 8» dWe^ 

AHhough PAWL hae net been ehown to lne««« the .«,p-lrm««of n«n.a. ecu, mo«>r eWte «a««od byaW>ho.. 
P«,„,«c.; P^8hou«be«.«i,^tonot«yt.e,rphve«an.theybo^ 



therapy. 
Nursing: patients shoaW bo 



advl98d tQ nottty their pny^an If they ar^ brea^^ 
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Ub*r«ory T«slt; There are no «pecffic laboratory tests tBOomnwnda^ 

Ohio inter»etlons: Tryptoahttt: As w»i other sofotonln reuptake inWt>lto«, an Irrtaiac^ Sf ^SSSSf^SSSi 

S5 aJJddSra^Sw feen reported when tryptophan waswJministered to patient laWng PAXIL. Consequeaily. 
coTHwrtSafrt use of PAXIL wtth tryptophan te rtot reconi^^ 

MoaoMtMOaaasthhaMon: See CONTRAINDICATIONS and WAFWINGS . 

SetotMmn^Omaa: Based on the mecbanicni of action of paiox«lrieaiid*»e potential for saro^^ 

Is ooadmlnirte^ed with other dnL«» or.a?©«* *at "^(^J^Jftf^^S^^ 
s^has tryptophan, triptans. serotonin reuptake mhtbitors. llnezoBd (an anBtMoflo which la • iweisiWe nonaetaWw* MAOI). 
BtWum, tfomadol. or St. John's Wort {aae Serotonin Syndr«Mne ). 

Tlitortaterilfie; Sae C0^^rRAlN0lCAT10NS and WARNINGS . 

iiiiiu«>m»> Pi«Ominaiv data sinoeet that there may be a phamiacodynamic interaction Ohat cauaes an tnaeased iii^ins 
N&mostnis). 

IMMam; Tftare ha»« l)een rare postmartoting reports descrtWna patients with 

5S3^thi^«eofa«Se sarotonin reuptol<eThibitor<8SRI)and«uma^ ^,^!!!SS^'!^^!^SS^^^^^^ 
advised (aao Serotonin Syndrome} . 

On/OS AlfBceng Hepatio mtnboBsm: Themetat)oli«nandphanraooWn«ttceof pat«(e«r»may Iwaffe^ 
oriiAiblfton of divsHinetsboiizing eno^Ries. 

aiMtiam: Cimetidina fnWbits many cytochiomo P (osddatlva) enzymaa. m a sludy where PAXIL (30 mg QfKil>xiaiify)^ttaB 
dosad oraOv tor 4 weeka. steady^atate plaartia concerwattona of parox^ine wer^ 

adS^ concurrently, dowge adjualinentof PAXILaRer *a20^ atartmo dosa should be giAted hyolWfcal affect The 
effect of paiwcafiria on cbnatldlne's pharmaooMnetics was nc>t studied. 

PhUQbarbiM; Phanobartiital Inducaainany <v»ohro«n© P 4^ (ojodattve) eraywaa. When estfiflie oral SCMrtB d08B<»f . 
PAXIL was administered at phanobartjaar alaaiiy state (100 ira once dally for 14 dws). paroxei»r>e AUC ahdT were raduoWJ 
On, an aveiane of 2B% and 38%. raspeeSwely) oomparad to paroxetine adminlatwad akxie, T**** ®*''''25*''®Sf^?2 *'^*.-*i 

K^etSS^SttwSwharethe2 dnigaare bombeinBohro^ No jnatal^swatiSurt^ 

e^wSredRTOanery whan eoadrtiihteter^wnh phenobarbHah any subaaquafll adjuatmert should be gwded by tSnai effect. 

m^mitoliti Whan a sirale oral so-mo dose of PAXIL was admjrtaterod at phenytoin steady stale (300 n™B 
^^l!^>J^^T^^^ei^%au<;^ (by an average of 50% and 3^%. respocthieW compared to PAXfL adflr*teler«i 

alone. In a separate study, whan a alngle oral 300-mo dose of phenytoin was ^iminW^^J^iSraft^^ 

MOa dtfly ft» wW). Pte^ Aue was slightly reduced (12% on avatage) compared to Phony*^ «*2*'f^."^^ 

^^S^bSLZift^^fiO^sr phaimaookiSetiw. the above studies may not address the «Hsa where the 2 »f botti 

Drugs MaOiboB^ by Cytaclvom»p^ia)„: Many drwos. IndudlhBrnosldrooaeffeclhw Inlhetreatnwttof n*^^ . _ 
depresalva cBsordor (paroxetine, other SSRIs and many tricyclics), are mataixJiziEd t>y the cytochrome P 450 «wwyn»P^ l«0 
„ UIco other agents that are metatioBMd by P HD , , paroxetine may signillcantly Inhibit the activity of this Isojyroa; in rtoat 
patients (>90%). tWs P BO , teaytna Is saturetadaarly durmg dosing wkh PAXIL. In 1 study, dally doeing of PAXIL (20 rog . 
once daily) under steady.«tatE condl»ior» increased sCngle dose deaipramlne (100 mg) C ^ . AUC. and T ^ by an avarage of 
appnmiinataly 2-, 5-, and 3-foW. respectively. Ooncomitartt use of PAXIL with other drugs mataboHzfid by cytoehfoma P 430 «» 
6 has not been tbmially studied biit may require lower doses than usually prescribed fttf ei^ 

Theretore coadministretlon of PAXIL with other drugs that am metabolized by this Isozyme, indudjng cwtein cii^ effeisive In 
S?S^^^^Sff2^ive disoider(e.fl.. nortiiptyilne. amitrtptyUne. Wi^n*», d^*«^ 
S>enothlaanes. rtepSidoos, and 1 C drttiarThythmlcs (e.g.. propafenone. flecalnWe. and enoalmde). or that sihilrit ttte 
enzyme (e.g.. quinldfine). should be appix>achad with cautjon. 
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WARNINGS). 

i» fltleost lOOttmrs mora potentthafl paiwcetin* as »1'^>^«™J^ 

on dazepam ifMere not €Vtf uated. 

The ««fecits (rfpropianoW'On pwoxeflne h»« 
Reports). 

in rodents giveri psroxefine »n ttid diet all , 5, Z^7^!JS^^ZMhurn^ dose (MRHD) for ma or depre^slv© dlsordar. aoo*l 

I • ■ : . • 

!PA6E19m^Rj:ypAT«05 6:31:51 PM [Eastern Standa^ " 
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i ■ 

itJttr^f oca (SO ma versus 60 mo), the doees used In flies* cardn08«tioltjr studies wdr^ only 2^ 0^"^) and OsS) fitnas 

tinooOOOr<m and 4m lot control, kw. rrdddte-. and hifllKtose groups. «ep««ta«ly)^ ffi'S^CwISSf^ 
h«^^«^ dM6 aimiw oocuiiwoa crflymphoreticular tumoi* In male rets. Female fate were af«*edjAltttt«^ 
5S SS^i^MteJ^iMTOftiK In mioe. there v»a* no dnijHeteted tncrea^ m the number of nice . 

wim tumoM. The rotevance of thea« findings to humans te unknown. 

P»tKBftieDmducednOfienotoxteefted8lnahs«»iyofSlnvitroand 

»!l m4 wn tef nro on a rna/in ^ Dasls. irreverejbte tenons occuriBd In the wpro<kLd^ tract of mate mt$ after d«ing in tw^o^r 

fanli^ipwsslw *ordsr. soda) w>ds»y diaorder. and QAD; 8.2 and 4.1 times the MRMO for OOO anrt PO on a mgAn ^ 

basis). 

SX^h .^JSdflSs^*^ rabwS^lniSSfad duS^^ofganog^hOSts. -niase doses are •^^S'^^^JiS^ 
SIfabMO fii^^me^m*^^ recommended hviman dose (MIWD)«« m«lordaixwaiwdl8Crtar.soe«lanx^dieoR^ 
C3A0 and Wso (50 may end 8.1 {lat) and 1 .9 {rabM) llme9 the MRHO fef OCD. on w 

SS^oTe^S^Tteratooen^: Jffecfe. However. In *?iS*SSS^'2£S&2f^&^ « 
lactation when dosmgoccuned during the lasttrlmeator of gestato . 

a «lose of 1 m9fl«/day or 0 . 1 » times (mgAn ^ ) the MRHD tor depfesa*« dlso«ter. . 

PTSO; and at 0.16 times {rT«/m * i the MRHD for TOD. The 

of mese deaths is not tawwn. There are no adenuata and weBKxmtrotted 

rewS^iSoTiaudtes are not a^«Bys predio^e of human respoi^ 

pcSenfel benefit justifies the potential risk to the fetus. 

Nont^UvenioSff^ Neonates exposed to PAXIL and other SSRte or »IRJ8j^ 

TTwe haw also l«9en postmari^etSng reports of prematura births 
When waUng a pregnant wpmanj^ r>aro>«^ 

potenW rtsiS and bmeIRa of treatment (see 008A<36AhtO AlMSNianrfW^^^^ 
l^erwdOeihrefy: TheelteotofpsfoxellneonlatioranddeaveorlnhuinanBiSMnlcnown. 

NuMino Mothers: Uke many o»er dnigs. paroxe8no is secwted In human mlUc, aiW caution ahouW be^e^ 
PAXIL IS administered to a nursing woman. 

Pedlalrto use: Safety and effeeSveneas in the pediatric popuialior, Nwe n^beer. esta^edjsM. 

wS^aal f^SiJ^Wonenino and Suicide RisJc ). Three placebo^»ntronod toals in .7^^<^<L^"'^^^*^*<PP 

ZSSrteofSStod^iSpAML 

Inptecebo-conirolletfrf^tioaltrlaisconductedwllh .: 
nf i»«ibrtrt> .^aii^ta treated with PAXIL and oocun-ed at a rate at least twice that for pecialno patKnts t^^J!^ ^:__^:, 
^nErffeSnTflncluding seif4»^ 
appetite, tiemor. awoafing, hypefWnesia, and agitation. 

i Ev9r(ta reported upon discontinuation of treatnwnt with PAXIL in the pediatric dfnjral trfete 

whSToSSr^in^rtleast 2% of patients who received PAXIL and which occurr^ atsrraie at least <»"f^^fggS2*^" 

nausea, and ^Jdominal pain (see Oiscontnuaflon of Treatment With PAXIL ). 
: <aori^<.ij««- In wortdwMet^emaJkaanadJnical trials with PAXIL. 17% of patients treated wim 

. . ., wn>/»»./PTJPTn/Ai7jllirPOfti2m.fl^/BOAK/DoeumentAp... 17. 
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t« i»»unrTmvi^ there wdiB. however, no over^t dJffetencw In thB adverse event praite between elderty ^ asung^^- 
Xl^<5S2£^^^iSil^^ P3ttonte (*« CUMICAL PHARMACOLOGY and DOSW5E AMD. 

ADMINISTRATION). 

ADVERSe REACTXONS 

A«6ciat»dV«thWscontinwsrti<m«>f Treats ■'^"*yf««*^<V^^*5>JE?i!^i2^y??!!^^ 
^^clhfetyTase^ treatment due to an a<N<a«e 

^iX^tlon and conadered to b« drie related <i.e., those tvMlB aasooteiadwith dropout al« rata approxwwiWy twoiwjf. 
gmatsr tbr PAXH. ODn:qpat«d to piao^) indudad tha toltaMing: 



P^OLlfpiacifa»llPAXa.»Pla^^ 




So^al 
Anxl«ty 
Dteorder 



AnxMy 

IKSORtDT. 



PAaOtilplacabbil^jgLH 




a5%i rT«r]r4.o% i i 0.3% nw\ ^ 0^% if » o-g^ 



IE53l!B5E3i 






4.9% 


0.6% 


2.5% 


a5% 






1.1% 


0% 
























P 0% 











Commonly Ot>««VW<Adtf«»e Events; AI«forO«pfessft««sort#«:Th9mort 

^oe^w^ttause of paraxetina Cincidartce of S% or greater and Inci^nce fer PAXIL ^«e^lc^ ttwl tor Pteoeb?. 
neivocene«8. fljacutatoty dWurbanca. and other mate gonital disorde^^ 

ObsessMCooioute'veOJlsoffiMr TTie most eomrnonly obsenred adwrw »jents 

gSS^of?H^?5SStef and mcktenea tbr PAXIL at laast twica thatof p«ao^. <<.»^»:^ Ja"^ 2)v^ 
^i^j^^docraaaad ^>a«a. oorsUpaaon. dizsdness..«ininolonca. tremor, a^^eaSn^. Impotarvea, and abnorma* a^ctiiatfon. 

PrniUiDisM^ Tl»aii»9tcommohiyot»en«d adverse events a8ao<tetedw^ 
SSiterlSdliSLncafar PAXILat te^ twice that for Pl«^<*««ved fiomTable 2_^^^ 
appetite. iB)Ido decreased, tremor, abnoitnal ejaeulatlon. female gertltal diaoidets. and impotence. 
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$odai Anxiety EHsorO^i The mo$t Commonly obeerved achrersd events associated with tha use of pan^)(^^ Oncidenc^ of 
5% or grdStQr and Inoi'dence for PAXiL at feast tMnoe ^zXfOt pNiC^bo, darfved fzx>m Table 2) were: Sweating, nausea, dry 
mouth. 0Qn3tlp3tian» deorMsed appetite, soninolencak tremor* Bbldo decreased, yawn, abnormal ejsculation, female g^ital 
disordera; and inqsotende. 

Gen^ranzMAwcietyOisonier: The ciommonty otiserved adverse events as^ated 

(incidence 61 5% or greater and incldenoe lor PAXIL et least twice that for placebo, dwtved frsm Table 3) were: Asthenia, . 
Iftfection, oon8ljk)ation, decreased appetite, dry mouth, riausea. Gt»do decraaeed, aomnolenca. tremor, eweeting. and «foonhai: 
^euletfon. 

PosttrsumalSG Stress DfsorO^ The n)OSt commonly otsseived advereee^^nts associated with the use of . 
(incidence of 5% or greater end inckience tor PAXIL at least t^oe 

swk^eaiing. nau«e«, d!y mouth, dianhea» decreeeed appettte, somnolence, libido deomased, ebnormal emulation* fecnale 
genital di90fdere» end impotence. 

Incidence Tn Controlled ainlcai Tklals: The (TOscriber should be aware ihat the figures In the tables following carrat ba . 
used to pre^ the incidence of jSide effects in the course of usual medlcad practlcd where patieni characteristics and ottier 
factors dfj^ftom tho^e that prevailed In the conical trials, ^ilarfy. the dted f^equer^cies cannot be cbrr^pared wim nguras 
Qt?t3ned from other ctinkai investigatlQns Involving difterent ireatmente/ueee, and investigalora. The exted figures, however* do 
provide the prescribing phy^cian with some basis for eetimaling the relative contribution of dnjg and nondriig fadore to ttie 
Bide effect inddeiioe rate in the popuiations studied. 

Ma/or O^pTBssh/m Disorder Table 1 enumerates adverse eventettiat occurred at an incklenca of 1% or more amb^ 
paroxatlne-treated patiems who participated in short4enn {ft-week) placebo-contDoOed trials in which patients were dosed if) a • 
range of 20 mg to 50 rng/<^. Reported adverse events were classified using a standard COSTART-baaed Dktfonaiy 
terminology* 



Table 1. Treatm<»rit<&mergent Advei^O Exporlenoe Incidence 
in PlacobO-Contrcriled Clinical Trials for Major Depressive 

Disorder 



Body iSystem 


Preferred Term 


1 PAXIL 


Placetio 

(n'«421) 


BodyasaWhole 


Headache 


1 18% 


17% 


Asthenia 




6% 


Cardiovascular 


Palpitation 


1 3% 


.1% 


Vasodtatlem 


1 3% 


1% 


Dermato logic 


Sweating 


[ 11% 


2% 


Rash 


12% 


1% 


Geeti^taslinal 


Nausea 


j 26% 


9% 


Dry Mouth 


1 18% 


12% 


Consdpatk>n 


1 14%_. 


* 9% 


Diarrhea 


j 12% 


8% 


Decreased AppeUts 


.e% 


2% 


Flatulence 


1 4% 


2% 


Oropharyipc pisofTJer ^ 


1 2% 


0% 


Dyspepsia 


1 2% 


1% 


Musculoskeletal 


Myopathy 




1% 


Myalgte 


1 2% 


1% 


Myasttiensa 


1 1% 


0% 


iMervoue System 


Somnolence 


[ 23% 


9% 


Dizziness 


[ 13% 


8% 


Insomnia 


1 13% . 


.6% 1 


Tremor 


1 e% 


2% 




Neivouaneaa 


j. 5% 


3% 


Anxiety 


1 5% 


3% j 


Paresthe^ 


1 4% 

r 


2% ; •• 
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Pruned Feelirtfl 



Confusion 



Yawn 
Blurred 



Taste Pervarsson 



Urogen^ System 



Libido Decreased 



Other Male Genital Dtoortters 3' 



Urinary FrequerKV 



Urinatton Disorder ^ 



Female Genitat Pfsorders 3* 7 




1 . EventSK repo jtdd by at ied^ 1 % of patients treat&d wSh PAXIt ere I 
the foltowlr^g events which had an Inddenao or* pleoebo >/■ PAXIL: Abdomlrial pain, 
^itsrtior% bade pain, chest pein, CMS etimulatto, fever, Increased appetite, 
myodonws. pt^ryngitls, postural hypoterwfon* respiratory disorder Onctudes inostly 
"ootd eymptpmtf* Qr.njRh. traunfta, and vorniting. 



. Include s mostly Tump if> throat and 'Witness in thmat*' 

Pider. 



|4. Mostly "eleculatoffY^ jlaiay; 




mc^idee •anor^asmte," "erectile dJfllcuWas * "delayed ejetiutelionft»rgasfn»'' end 
'^sexual dyafuncfion * end "irnpots n ^ __ 

8. Includes ffwstly ^ditTiciiity with micturition" and Aginary hesitancy/ 

. Iridudee mostty "anorgasmia^ and "daiicuky i 



loOmax^ori 



OlwesaftreC*niMite!hrel»o^ Tacte 2 enumerate* adverse ^rw^ that 

occurred at a t^equency of 2% or rriore among OCD patents on PAXIL who partSdpated In placet3o<ontroOedjrt^of 1^^^^^ 
weeks duration In which patients were dosed in a ranQo of 20 mg to 60 mfl/<tey or emong patierta wtt» pane 
who participated In p^acoDo-controlled trtete of 10- to 12-week8 duration in which patients vm^ dosed ma range of tOng to 60 
fnfl/(tey or amono patients wtth social anwety disorder on PA;aL who par^>«teiel In pracebo-contreUed tflalsof la-weeKs 
duration In which patients were dosed in a range of 20 mg to 50 mQ/day. 



Table 2. Treatmertt-Enwrgent Adverse Experience Incidence in Pfacebo^ntroHed 
Glinicsd Trials for Obsessive Computelve Dtoorder. Panic Disorder, and Social Anxtety 

Disorder 




Obeeeehre 
CompMlsive 
Disorder 


Panic 
DIsdrdor 


Sc 


jdsty ( 
order \ 


Body 


iPreferred 
ITerm 


PAXIL 
(n = S42> 


PI»sebo 
(11^265) 


PAXIL 


Placebo 


PAXIL 

(n = 42a 




Body as a Whole 


lABthenia 


22% 




14% 


5% 


22% 




lAtKlomlriai Pain 






4% 


. 3% 






|ChestPa*n 


3% 


2% 










iBackPam 






3% 


2% 








2% 


1% 


2% 


1% 






{Trauma 










.3% 


.. T% If 


Cardiovascular 


IVasodiiation 


4% 


1% 










tPalpitattCn 


2% 


0% 








- 1 


DennatDlboic 


iSwaatlr^ 


sf^f 


3% 


14% 


6% . 


.9% 


2% ;J 


iRssh 


3% 


2% 










GastrorntestlnBl 


iNausaa 


23% 


10% 


23% 


17% 


25% 


7% 1 


iDry Mouth 


18% 


9% 


18% 


11% 


9% 


, 3% 1 


u — - : u 1 


11 


II 


1 • \\ 
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S€dtel7 




liPedreasect Appetite 



Narvoii8 9y9tom 






2% 



6% 



2% 



2% 



BoGf^raifify System 



2% 



1% 



Libicto Decreased 




iQoncantration 
rrroangd 




4% 



10% 



21% 



7* 



1% 



1% 



1% 




4% 



5% 






4% 



1% 



2% 



-1% 




0% 



UrogeftHat 
System 



Aboormal 



Taste Perv9rsfan 



23% 



1% 



21% 



0% 



1% 



1% 



4% 



1% 



28% 



1^ 



5% 



1% 



5% 



6% 



S9t 



iUrtnaryFr 
[Urinetiontr 



Mred 



12, pefccntaoe cotiB j gtg d^forgg^r^^^ 
freouency of 2%or more anfvong GAD patiertte ^ patl^ on paxH- who P»rtdpato<l in . 



Tfact Infection 



2% 



2% 



2% II 
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Strestt Disorder** 




^ ^^^^M^^M ^4 Af^iw ^Mfs* A oomoarison of adverse event rate$ in a tlxetWose study comparing 10. 20, 30» 



Table 4. Treatmcnt^mer^ent Adverse Experience Incidenoe In 9 D^-Comiparison 
Trial in the Treatment of Major Pcpreesive Disorder 

1 



Asthenia 




Body Systemff>mf»iT»di Term 
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asthenia). 

sexual expeiiencey. 

urKJeresBmate melr aqh»l Incidenc*. 
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In ptecebo-controlldd dbilcai Mais mvoMitg more than 3^ ^ntB. the ranges for the repcsrtetf Mdence of jMxu^.^ 
eflMs in males andtemaies with major depressive dteorder« OCD, panic disorder* social an^dety disorder. QAO. and PT8I 
di$p|ayedlnT3ble5. 



Tabl« 5, Incidence of Sexual Adverse Events 
in Controlled Clinical Trials 



1 , PAXIL 


Plaoabo 


\nimM II 144« 


1042 ~ 


iDecrBBsed Ubkto U 6-19% 


" ' c«% 


lEiaatfatoryDISturtiQnca il 13-2S% 


0-2% 


hmootence II 2-9% 


0-3% 


pfemaM) 1|_1822_ 


1M0 


llDfecfeasad Ltoido II tK9% 


0-2% 


llOraasmIc Disturbance IL 2fd%. 


0-1% 



T^ere are no adecpiate and weil^wntroiied rt^ 

Panxetlne treatment has bean assodaled wfth several caaas of priapism, Ift those cases w«h a known oufoome. li^^ttento 
feoovsred wnhout sequelae. 

V^Ue tt is difflcull to know the pradae risk of sescud 
inquire about such possible side effects. 

uraA>hrar}dWf3/Sfgn Changes** sagnfflcamwetehttossfnay l)e an undeslrabte result of t^^ 

S^bu^ olrtrolled t^aJs had minimal (about 1 pound) welgbltee versus ^S^JS^SL-,^ 
Cta^and aodve^^ s^gnmcant changes In vital signs (systolte and diaslofle bk>od pteeeura, pulaa and tamperature) 
Si^ observed in patSants treated wmi PAXIL in centroQed c& 

eCGCHanoes; in an anatyala of ECGS obtained in 682 paHentsteeledw^ 
cxmtrooed dKtoJ tiials, no dWcafly signl^^ 

U\/erPunc^ Teats: in placebo-conliolleddinlcal trials, paJIcnta treated wl^ 

ftSnt^a^ no grater Hate than that seen fci ploc»bo-»5Sd palisnts. In parfajter>the PAgCll>verwlaoebo 
S^^fa^ aU^^ SGOT, 84PT?sSd bWruhin ra^aaled no diffarencos in the percentage of paBente with 

maiksd abnofmatiSas. 

Other Event* Obswved During the PmmailceiiiigEveluafion of P^I?? '*® P^'!?*^^^^^^ 

SSreaSve^^^ muWpie dc^es of PAXIL were admlnisfered 10 6.145 patientsjn phase S end 3 S^dieik TT^^^ and 
dura^of Exposure to PiWIL varied gieaSy and Inckided Gn overlapping categones) open and doiible-bflnfi ^»^>l-^_,^_ 
SSoSed^^c^ intern and outpafient aludtas, and fixed^Jose, and tHralion sflidfes- Quring PfM^b^ 

SKfrSSlri OCD, pank; disorder . 
Si 465 522 73S atfS^676 patients, respectK^ely, received nwlOpte doses Of PAXIL U • 
SJ)^^ reoi^ i»lrv9 tenn,-notogyof th^lr own choosing. Consequg^. » J^JJ^P^^i?^ 

provWe a meaningftil Ornate of the pjoportion of individuals ©xperiandng adverse events without first grouping similar ^flpes 
of uniew«rd events into a smaller numbar of standardbeed event catagorias. 

In the tabuiafions that follow, reported advert . ^ 

SfSinSo^iniefrequ^ therefore, represent the piopoftion of the9,qS8 ^^^^^^^'^^ 

PAXiL wrw axpeii^iced en event of the type cited on at least 1 occasloo while receiving PAXIL All reported evento^ 
induded excepteibse atready Hated in TaWea 1 to 3. those repoitad In tenns so general as to he iirfnfonnatn/e and 
events where a drug cause was remote, it is Important to emphestee that although the everrta reported occurred duimg 
(reeimeat with paroxsSne. they were not neeessarSy caused by It 

Evenie are ftirther categorized by body system end Ifetod in order of decraaano frecpjency acoorting totl^ foliowH^ _ 
^^n^ Freoue^ e^nts ire ttiose occuning on 1 or mora occasions In at leaetl^OO patients (only those noi^ 

alre!^ results from placebo«oon&>ncd trt^ Is appear In thfe listSng); Infrequent aA^erse erent3 are ttj^ 

oHno^/IW to 1?!^ events are those occurring m fewerlhao 1/1.000 patient*. Events of iD^rcanteal 

(mportaffM» are also described in the PRECAUTIONS section. 

Body as a Whot0: inftBquent Merglc reaction, chills, face edema, malaise, neck pain; rare; Adfenergio syndrome. oelMMs, 
motwiasis. neck r^kSity. peNic pein, peritonlfis, s^s. ulcer. 
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CaidiovasGuiar systM: Frequent Hypertension, tachycafdia: M^BOuant: Bradycardia, tiemstonat hypotension, nugram, ' 
syncope; m/^ Angvia peotoria, antiyttimi^ nodali atrial fBsriHaOon. bundle iMnch block, oerobral isohamie, eerebrovasGular 
accktonti eoi^esiive heart foilue, heart bibok. lowcardbcoulput, myocarenal Inferct myocaRfiai fecherr^ap paHcr^ pMebHiSv 
pulmonary amboltia, suprsven&tauter extra^ystoles, thrombbpMebHb, thrombosis, varlooee veinp vaaeuUur headachap 
ventrfeularexlra^dioles. 

Diues&)m System: /n^verTt- Bruxfsm» coflUa, dysphagia. enjctaSon, gast^ 

5afiva&)n, Hver function te^ta abnormal, rectal hamoohaga, uk»ra1Sve atomatitis; rare: Aphthous atomatfUa. Uoody cparvftea, 
buOmia, cardiospa6m, oholemhiaaia. duodenltSa, entarffls. esophagiiia. focal tmpactkMss, fscal fticointtnenee, gum hemonhage^ 
hemalfifnasls^ hepatitis J)ati8,Deu5.inta$tfe)alob«tn^Gtlon,^ . 
enlargement, sialadenftle, etomeoh uioer. atornatifia, tongue discoloration, tongue edema, tooth caries* 

EndocriM Syvtm: Rare; Diabetaa nrielitus. goiter, hyperlhyroldiam/hypolh 

HwOc and Lymphmlfe Systems: Infir&qaetit Anemia. leuKopenia, lymphadeii^athy. purpura; two: Abnomia^ eryttrrbcytes, 
basophflia, bieecBng time increased* aoBlnophtita. hypochromic anemia, iron deficiency anemia. leuKooytoafa, ^>rnphedema« 
abnormal tymphocytasi lymphocytoala, miciocyiic anemia. monoq/toais» nomnocytic anemia, thrombocythemia, 
thrombocytopeiite. 

WhtabttHc and Nuirmmak PrtqtmH: Weight $atn; infrequerO: Edema, peri):^eral edema, SGOT oncreaaod, SGPt 
indexed, thirst, w«ght loss; rare: ABcaipte phoaphatase incr^sed, bilirublnemta. 8UN increased, ueati n lne phnsphtikinaae 
mcreaaed. dehydration* gamma globu&RS increased, gout, hyperGaloemia. hyperchoiestaramia, hyparglyoehiia, hyperlcalenta, 
hyperphosphatemia, hypocatcerrua, r^pogtycemfa. hypoksdantla, hyporurfremta. ketoaia, lactic dehydrogenase inaneflsisd, non- 
protein nitrogen (r4PN) 'mcreaaed. 

MMCUiosk&J0tai Systm: Frequent- Arthralgia; iniwquent: Arthritis, arthrosis; /are: Bursitis, myositis* oetaop<msts. 
generalized spasm, tenosynovitis, tetany. 

Mtofvous System: Frequent: Emotional lability, vertigo; Infi'eqiient Abnormal tiiinklng, atoohot abuse, ataxia, dystonia, 
dy^nesHat euphoria, halkK;inatk>na, hostility, hypertorUa, hypesthesia. hypokinesia, Iru^ordinatioa lack of emotion, libido ' 
increased, manic reaction, neurosis, paralysis, (»raneid reactibn: rare: Abnonmal gait. aSdnesia, antipodal readlohi apha^a, ' • 
ohoraoath^tosjs, circumoral paresthesias, convulsion, defirium, deluaions. di;^ia, drug depender^, dysarthria, 
extrapyramidal syndrome, fasdcuiations, grand mal convulsion, hyperalgesia, hysteria. maniodepressivB reactk)n. men&igltfs, 
myelittft, neuralgia, neuropatfty. nystagmus; peripheral neuritis, psychotic depreaskyn, psychosis, reflexes deersaa^d, reflexes 
increased, stupor, torficoUls, triamus. withdrawel ayndn>rne. 

Resplrmtory System; //?/i^egl/e^^'Asth^la. bionchitis,dyspr)ea,epistaxis, hyperv^^ 

Gmphysemsu hemo;^^, hiccups, iung fibrosis, pulmonary edema, sputum fertcressed. stridor, voice atteration. 

Skin andAppend9&es: Frequent Pruritus; infjrequent: Acne, aiopecia, contact demtiatitis^ dry skin, ecchymosis, ecxaiiia, 
herpes simpl^, p^tosensitivity, urticnrfa; /are: Angloedema, erythsma nodosum, erythema nmittifom^ exSo^sOst^ dennatitis, 
ftingai demiatttia, fbninculosts; herpes zoster, hirsutism, maoUopapuiar rash, seborrhea, skin dtecofbraflon, skin hypeiftibphy, 
skin ulcer, 8weafir>g decreasfed, veslculobuikHis rash. 

Specif SenseiK Frequent: T\tvil^]mfrequeni:Aix}Qnit^^ 

keratoconlunctivitis, mydrta^ otitis media; /sre: Amblyopia, amsocofla, blepharftis, cataract oorqunctwaJ edema, corneal 
uloer, deafhess. exophti^nr^, eye hemorrtiaoe, glaucoma, hyperacusis, night blindness, otitis externa, parosmia, 
photophobia^ ptosis, retinal henrwrrt^age, taste toss, visual field defect 

Urogei^t System: Utfrequent: AmarMntiea. breast pain, cystit(s, dysuria, hematuria, menorrhacMa, nocturia, potyuria; 
pyuit», urinary incontinence, urinary retention, urinary urgency, vaginitis; ra/B: Abortion, breast atrophy, breast wilar^rement, 
endometrfai disofder, ep^ldymitis, female laotstton. fiboocystio breast kidney calculus. Iddney palh, leukcnrtiea, mastitis, 
metronhagia. nephritie, ol^iiiria. saiplngOle. up^hritis, urinaiy casts, utehne spasm, uroWh* vaginal hdrriorfhage. vaglMtf 
nioniliasis. 

Postmarketing Raports: Voiuntaryraportsof adverse events in patients taking PAXIL that have been received si^ 
introduction and not listad above tiiat rhay have no causal relationship witii the dmg indude acute psncreatitis. eievaied Itvef 
function tests (the most severe cases were deatiis due to tiver necrosis, and grossly eievated transaminases associated with 
severe Uver dysfunction), GuiR^Banre syndrome, toxic epidermal necrolysis, prtapism, syndrome of thapproprfate Al>f 
secretion, symptoms suggestive of prolaotinemra and gaiactonliea, neuroleptfo malignant syndrome^like events; serotDnbi 
syndroms: exfirspyramkial symptoms which have (nduded akathisia, brad^nesla, cogwheel rigldlfy, dystonia, hy^sirtonia, 
ociiogyric cnsis which hes been asso^eted >vHh ooncomitant.use of pinrxszkle; tromior and trismus; status epileptous, ecute 
renal Tailure, pulmonary hypertension, allergic ahreoUtia. anaphylaxis, eclampsia, laiyng[ismus, optic neuritis,, porphyria, 
ventricular fibrlnaOon, ventricular tacKycar^ (Including torsade de pof ntes), ti^rombocytopenia, heinc^ytic anemia, events 
related to im|>3ired riematopoiesis (including aplastic anemiai pancytopenia, bone manow aptssla. and agranutocytDsis)/and 
vasoulitic syndmmss (such as Henoch-3ch0r)lein purpura). There has been a ca^ report or an elevated phenyioln level after 4 
weeks of PAXIL artd phenytooi coadministration. There has been a case repoit of severe hypotension when PAXIL was addi^ - 
to chn>nic metoprolol treatment 
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DRUG ABUSE AND DEPENDENCE 

Contr<*ll«<ISUb»tane»Cta8s: PAWL is not ? conljolled w*sten». 



OVERDOSAGE 

a:^^ tMM*,o-nnn nt aaML in ttis Urriti9d States. 342 spontaneous esses <rf deSberste Or scdtfOO^I 
Human Exi«|rieno«^^ incJude overdoses wte pamxBllne. . 

fv«laicai»MmaaGinMi<: TrMrtrnent8hoUdcon«l8to<By»9 general m«asure*«B^ 
BymptDiTWtte patents. 

A. psBiflcoauaoh involves p«tleoisw«» are tt^^ . 
W^tosr^^ea^t^^a case, aocunwtetfah Of ilje parentttc«to andtarw^!^^ 

In manaatno overdosaoe conskter the powlbiWy of multiple dnjg involwwrwntTh; pliy^cian ""SJ^^SS^S^t? ' 
bontroi oeniew ew iWedJn th« P^ctoos'Ooak/^^ 

DOSAGE AND ADMXNXSTitAllON 

u ■ iv..,-«««!«ni«n<^ litem/ InilWOosadK PAXIL «hO^^ 

S5^2Siffi?dSlw55^ 

Inwrvals of at least 1 week. 

matntsift and/or sustain eutt^irnla Is unknown. 

Systematic evalualtan Of tt«effleaey of PAXIL has sl«wnt^ . 
avoraeed about 30 mg. 

PA6E29m*RCVDAT12l6i20056:31:51PMIEastemStandartTimel«SW:USPTO™ 
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wStoSfoed. iBuaWy (h «w mombig. Th« r«oomti«M^*s^ ^ irttwvals .of St. 

ih» morning. The target doseof P^JOt^Jn th» tr^te^ wer* In a 

exceed GO rnst/day^ 

IrtaJ, pettentB with pa^to «feord«^s«g»»d J» pa^^ sod ittSwaaonabte to oonsfder 

V^^n^!LZ S^^SSwETsffiS^^S^S^S m» patient on IQWO^ 

uduaUy in the momtng. The recommended and ^^i^l^^^r^fiScn^ hfis been evahiaM in pattWs Swim 

Mf?Sifttey^ CUNiaVL PHARMACOLOGY - CW«ITr^^ 

_ -r.. ««M<»Mni«liahia to an8*« tie Question of how tongift^Rafi 

food. uau«ny in the momng. In dinica! tttetethe <rfte^^ 
and at intend at ^aast 1 weeK. 

reassessed to detoiTftine th« need fof nrafntena^ 
S?aV^^» UxBcatsd, should ooeiif In 10 ri«Alay 

F*AXIL Should r»nrain on it AHhough *««^«5^^S^'^^Srre^^ ot treatment fcra 

r. paroxetine In the th^ trimester^ 

inS^^may beSJaite a IndScaedV Dosage 

iPA6E30m«RCVDAT1M0056:31:51PM|EastemSlandardTimeI»SVR:USPTO-^^^ 
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tt>e previously p w wc n pw «wg ww*/ «^ 
more gradual rate. 

NoU SHAKE SUSPSNSrONVraX BEFORE USING. 

HOW SUPPtXED 

NDC OOag-aaii-W Bo»lles6f30 
NDC O029^1<-20 BOtOe» oflOO 

30.m9bK«taWe.»en9raved=nthefront,^PAXlL«.on««b«Kvr«^ 
KDC 0029^2-13 BOttlas of 30 

NDeoO»«213-l3B0tlto»<rf30 

8hM»ttblete between 15- and 30*C <«9- «a 86-Fl. 

NDC 0029-321&-48 

Stort auepensfen at or Bolo* 2S»C {TT-n- 
PAX1L1* a roflistEied irBden»arRof.<3laj«>Si^^ 

PRODUCT PHOTOCS)*. 

note: ™«. Ph0», «n .« u*d «„v for ,da„««3«.n by .h.pe. color, .n. «pH«. TW-o not, 
depict actual or relative Size. ^ ^ ,„ futt 

by chernical analysis. " 



r 




.u.«/Mr» pii/Pdr/!^UI/4R4KP9cl2HLfLa/DDAK/Doc«irti^ 17 
|*SVR:USPTO€F}(RF«29*DNIS:2738300*CSID:2026590105*DUMTiONM 



iPAGE 31/34 ' RCVD AT 12/6/2005 6:31:51 PM [Eastern Standard T1ine]*SVR:W5PTO€FXRF«29* DNIS:2738300*CS^ (inni-ss);17-44 



Fax sent by : 2626590165 HDDQ LLP 12-B&-85 18:46 Pg: 32/34 

17-|s|QU-2005 XI'* 40 ABBOTT QiBH LU MP/GE +49 621 589 3092 Sl25/2y 



Fax sent by : 2026590105 
17-NOM-2B05 Hi 41 



NDDQ LLP 
ABBOTT GMBH Ui MP/GE 



12-06-05 18:47 Pg: 33/34 
+49 621 583 38^ S,26>^ 



Medication Guide 

PAXtt^ <PAX4i) (parmotfne hydrochforlcte) Tabltts and Oral Solution 
About Usfng Antkfeprmante In ChUdxen and Teenagors 

What is the most Important information Z should know if my child is laeina 
prescribed an antidepressant? 

Paroflts or gvartfiana need to think about 4 invortsurit tMr^a whan thair child la presctlbed an antidepmaaaht: 

1. Theralaarfekof sukadal^KUJC^oractiona 

2. htowtoliytopraVantaukjdialtteughlsoracSonBln^ 

3. You should w^fv certain aispis if your child is iaid 

4. "Hiare are beriefifa and rfaka Vivien using anildepfessa^ 

1. TheralsaRiskaf SulddalThotiQhttorActfona 
Children and taanaa«^ «ome0maa think about BuiGlda» a^ 

Antksepressantalncraase $uitidal thoudhtaand aetloiia In aomedindrm and taanageis. autaufcMaf L 

sertoua medicai conditldn that la commonv ft^atad Wilfi i 
Thinkli>9 about kil^ yourself or trying to kifi yourself Is called sulofd^ orbein^ $id&daf 
; Atarge^dy eomWnedtharesute and teenagej^whh depression drothferlMn«s»: 

In ttwe atudas. patients took either a piaoebo (sugar pilf) or an anbdepraaaant for 1 to 4inonlhs. J^o one ebaunhte/ 

f^!!^i!^.^SS.S^'f^ ^fif ^" 2 out of every 100 becariia suicktel. On 

the anadapredsant$» 4 out of every 100 patients tsecante suicidal. 

For some ohildren and teenagers, the dska of suicrdal actions may be especially high. Theae kickide patients 

o Blpoiarllnes»{eom9tfmeQcauadmanio^epresslve Illness} 
O Afannly history of bipolar Qlnees / 
Of Apersonalofftraily history of attempting sulcWe 

2. H^tfSsss;^^ 

?^ suddenly. Other Important people In your chlkPe Me can help by payhg 
for ao'e listed in Section 3» on wh^ to watch for. • v-iwiyw wiwr-wu* 

)Wei^«^ «rt anfid^xTOsaiit Is etartad or lis dose is changed, pay cloae attenfion to yoiv chOd. After startfrM an . 
antkJepressantvourchiWshOuWgdneraflyaeehisorherhe^ yi»«wo./«iBr8ia™na en . 

o QnQaaweekforthef!rat4weeks ^Nrvri««n 

o Every 2 weeks fbr the next 4 weeks 

o AftertaUng the entklepressant for 12 weeks 

^ weeks, follow your healthcare provide^^ 

o ^{oreofianirprobtenriaorquesfionaaH8e(seeSeGtkin3) w-Mwmegw» 
YoM^JOuldxaHi^c^^^ 

3. You Should Wirtch for certain S^gns If Your Child Is TaWng»AnUdepressan 

Contact your <^Ma healthcare provider rijglrr awt/if your ohHd exhibits ar^ of the foltowfrig signs fbr4tie drat Sme or If 
they seem worse, or worry you, your chikJ. or your chad^ teacher "•^iwwwiacignsiDrTOnraiiane.orrr 
o Thoughts about sukdde or dying 
Attempts io COmmrt suicide 
New or wor^ depression 
New or worse anxiety 
Feeling very agitated or lasdess 
Pank: attacks 



o 

o 
o 
o 
o 
o 
o 
o 
o 
o 
o 



.Difficulty sleeping (Insomnia) 
New or worse Wtabllity 
AcUng aggressive, being dr^ry, or vtolem 
Acting on dangerous impulses 
An extreme iitcr»sse in activity and talking 
Other unusual changes In behavfor or mood 



Nwor let yoircfuld Step taking 

antidepressant suddenly can cause other ^mpioms. nwwncare provwer. siopping an 

'niere an9 Benefits and RlsKs When tising Antidepressants 

Ani&tef^re^ts s^ used to troai depression and other Plnesses. Oepfessk>n and other Rinesses can lead to suicide In 
K<^i^" ^ ^"tTJSS^' ^^^^^ ^" ai^tidepnwsantincreases sdcida* thlnklng^iSons. Itte iStSSSofto 
S^^ilSr®'^^**^^ depiwston and also the rt3k$ of not treating It. You and your dSd^M dS^ 
treatment cholcea with your healthcare provkisr, not just the use of antid^ressants. «wuw ik*u» an 
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b^»s^ on tlYO past QxpjdriQhctt of your cm or othe^ii^h^ 



1^1^ to know if my child Is bt&lhg prescrllM ati 



Mecft^ Gu^^^ approved by the Food and Dmg AdmftiMMon for a» ^m^gt^^^wt^. 

8«005; iotocoSfv^^ Alf figte resorvodl 
Janaary.200Q/PX:U4 

Thomson pog. Arinshtt reserved. 
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